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«ci'g|.S-C*>«»iS*«l~3W>rix*Hcie«<^ : - 

JO U V Ml -y ? ^ ? nrnfT- fe* R&WB9»OM£ 
fiSr$J5£U ■? f 'J 7 ^n7nfr-bHSM 

[0001] 

U 7K;7^X>^ D7of 7— b'ifttf (tissue 
inhibitor of metal loproteinase : VXf. T I MPfc 
•TS) <vm£.t:m%.L. TI MP coMkik&ftt&t&Van 

[0002] 

crga^-r. nmnmm 4Mb. h^^HtisiB 
mim& b'& < wilWCfc v vcigtf>£>:h.T v * * . 

fgl,Z-?b 0 y ^^.^^OTCJ-rT— t' (matrix metal lo 
proteinase :OTMMPi:-r&) *'CWft»J5rlRfe 

PB£gyS (*^ife) , (ABiiSsS. &J£*8tt 

ami^tt#i»£- iwaffiiiffiffl. se^iSffiis«fi 



wife, ffns^) , 'iMfti^g** (js^tt^fflnffi. £^ 

£. MMPtC^a<OF*iHtt-f ybh'^-tUT 

IMP#£>9. MMPi:|^«(CTIMPt,a>?<OjE?RaB 
TIMPtfO— SW^rSflli. « 
ttMMMP<0*Stt£ffl^r«..Ii:T&S. IMP 
liTIMP-1. TIMP-2. TIMp-3*Jit^T 

^-yMiifc-i-SaSM^e O ,5tf5£3igJfc8"C 
AO, WC&vbU y^^fcfev^TfaOT-OT-^U^^ 
te^Uh U -y ?;*<?}Ht3Sfc:*g*ffil£ £ LX^Z . 

TV^. MMP-3li«CS!-vhU -y^^iOfll^tJiS^: 

ttm-r&mjjtft-h* 2.tzm<7)MMP<oi£is.zjmz-£ 
j: v&ittmmzixx^&Bmx'imftmtimLxjs 

fflg.X$>&Zttflmbfrk.%~>X\->&. U^vf- 
S*tCfett&-''«^ 5:«C'i'^M®tCfcV^T> MM P 
-2C0KMMMP- 1 (MTI-MMP) lz£&m&lt 
&1t LXWifttMi-mZ tl&Zt WWt>i!>HZ* r>X^&. 
ft-oX. TIMP<0S^«-5tJ&r€.ii:t=J:o-CMMP 
lz£ hV yfxert-MZWfflL. MMPAW 
f67h'J y^^jB^Wa^-Sa^OJ^jSSr^fcJ: 

[0 0 03]-*. PSIi. ^H£^le&EBHfcL*:iO-C 
fcS. PS^4»-C'*>^5S»<kA3^«i (JJIT. MPSk 

MiiSiEJi^ffl. ft&*ttm&Km%ifimt>ixx^h 

TIMPi:^BB«JS»<?>ix"CV'v^:V^. 
[0004] 

[56BJ* t »^L«toi:-rSPfil] *^ti. MMPRBI 
[0005] 

raS^t^^filS«ll*2r«to^*^ PS*«TIMP<0 
JS 1 . &mM&*t1i1Mt&t LT^-trV h'J»/?x 

m. 
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5ut-r^i}*>es:x^ y— -^-rs^-ac. 

[0006] 

S) kii, SJKSSrme^^Oii^^ 
0. 5 5-51. »JL<tt¥%0. 6-2. 9«, J: 
OStKliWO. 7— 2J@OS>^-e*f St>tfOT*> 

[00 0 7] PS«rflWW**«kt'Ctt. D-^a 

-fXoVBL D-^lfca— D-#5?h-X. D- 
dri^o— D-^5^ % yDyK. D-V^O>Sf 
PS<i. Jlii^#«coiaX«i2aJaJi2r 

P S <c&*3 *i* . m , gfflUMbA ^ ^«ST* h . 
a.. 3y-^??>-ty. ^r^o-x, 7So^ 

tii. ZtlbPSteMmxt* 2W8LL*m»&bltTl* 
mLXl>£\*. *f*LV^PS« s ^BSS?-fb^3#S (M 
PS) T'&S. MPStf>Sti£p9fcL.T{i. '^/ty*'. a 
>Va^fy# y k nftfix SnVHo-ff >««D 
^n^Fo-f-f-vSSKE. ^9^^-KyeSK. a^Ha 
4f->-J&K^T*&. *-f->\ tTVHs 
IWbtfc«><0fc#H'fe*i*. J:»J#*Lv*MPSfcLT 
tt3VHD'ff->-e5KD. a:xKo>ff->'85&E. n>- 

[00 08] *Jt. PSIi. ^CJBtth'J^A. # 

y v&f&rmv* y ±m&*mmm l < immm . x 

[00 0 9] PSOTJWHMMi. 1000-1000 
OOOOg&T'&O. #*L<(25 0 0 0-1 0 0 0 0 
0 0W&. Jt*)&$.L<l3.1 000 0-1 0000 OS 

mx$>&. 

[ooio] &mt,z%simz j}muMiicojj& 



U *#Lfci§ifil£ 1 0-3 Om 1 fflSU Zixizm 

tc. isepko^ei KSrSoi.. o-c-iooti-c. i— i 
oi«HRj63*T. imfazfto. mm-thmmt lx 

it. eUS^V. N. N-^f^ATfl'fbH, 
N.N- i?TA*-A,T 7 V tVT S KtftPttJBTS . WSM 

rhy Kuwwflwt* s . 

[0011] Mitf. ^«teSK-fraSra^5rS 

y u < \i h y s v^otn**: fiyg-r s <z> 

®.^XWg.lzMm-&ZbWTZhiJ<. -~®;lz. 

1 sasst-wuT 2- 1 osassk^s «fc 3 ^so^-t-^ 
m-rz. mmtLxit. mm. ^t^^rs h 

RjmisibLxiz. mmvy&wttt&tmmx'Z&m 
K>mzm&.zti%\,Mp. mzi$. 40— 9o*ct3o# 

-2 0BSSKRi5$-fr«.. 
[0 0 12] Ji3E£<0«J: dCL-C^L^PSli, 

!RSf^3rk*#^{f^fL&. 

[0013] *?m<r>i'mi$£V/t.*i\zitiwm\t. m 
□s-^-. «0rS-^-. &tz\timuikttb'<nmmx-®M- 
zti. i&mmto. jrmmzmtxm®*&m* s miRistt 
h. imufs&<vjmb lxm. ua. wsffrt. tm 

[0014] ±xf/$.tz\±femm<7)mn 
mmb lx&. mmsi&L -ftimm. *wmm\. mk 
m&L mmmm. i£&®m*b'tf$>ift>tL2>. mti*. 
mi. wstm. mam. hn-^m. w*y± 

tm. imm. mtm. ma. x.v^mh, 17;^' 
B>-m. isvv-rm. ^m. mm. mmm. v-*>b 

M. v—>3>M. 3LTV->vm. X7U-M. iRA 

m. rnrnm. m.mwm. wmwm. mtm. j**?m. 
j^v-rm. -r-ym. 7v-£.w. w?i. atm. 
m. &.mm*m. £mm. tmrn. tmm. mm. ^ 
mm. mztemmi. y>\>%m&*?. mtm^b-eotztb 
nmrnzb-tfim? #2 um&kvmmb lx 
a. vmmm. mim. mtm. 7—y#wmfL>ti 
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[0015] m&m&mimftco-xmizfe'iTwmfci- 
hzttf-czz. mx.i£. m&z&zustx. ±m»nz 

>vm. mmm. mmm. mmm. ^mm. &^m. 
p nmrnm. mmm. ft-mmnm. xm. mm. 5E« 
m. msai. mmmmi. ^imim. &m&). #ut 
m. jgs^j. a-twra. m^m. ywm. ®im. © 

ITOH. 3$tt*fiU aa«Rfl, 

m. tmim. mx&i. &mm. mm%zt:Mmi>L 

[0016] *ftWC0 z TW3& £X//£tz\±i&timco&$- 

fi«, m%<vsm. mi. mmowMRimm.. m.mz 
mm&x/iks-m&tz*'). m'sm&^tit. t*z. w?i 
tpcop summit. m}&mz&ixmg.iti5zzn& 
w. ®.mm#\<r>m^. &*L<it. o. 01-2011 
s hkzj&t. l<«o. os—ionm%nBL. 

[0017] &mmiz&-£$ti2,mmt Lxit. m 
a * y&zmmmm&m? htth . &im\ t lx it . 

[0018] P ScOtttTT I MPW^Sr^tJt-rSf^ffl 

iz*^x"ffi*i£t//3.tt±itsm2tin&sm.i±. mm 
pcotfM^t^ixs-Jwrs'feW <«£trnMP) 

fc<^V\'5>0^;&<MMP{ffltCffi&fctf>te±t6g&& (J2l 
T. MMPi3*KSi:-r T'£>&. MMPRjfiKAfc 

& (*s£#Wife. mBapfttEFffc. ;u-rxBifc) , i*® 

0k. An?©C2it3£«af^i:') - Bfmm& dftfflffifc. Iff 
S£?5:i:) . 'frJll'ffttft& ( ®3Stt'l>33H£. <CT«&. Jfil 

It. «t*. jfM. «JS^)re85ffi«ffl«fc:*JV^T, MM 
P^^vSttt-E-^SrjrPSI-r^^ (fllitfTIMP) 
i; <9A 7 XX#M M P h t &1&£i: v ■> 

0 . 

[00 19] PSlt. MMPTOtSO+Tt, IK'S* 



>*7'g% J jt&th-rz#>. MMPJ:I§t4T I MPO£ 
S5:7Cii-rSPSJigCli-0«ak:Wffl-C*9, «C^S 

jS<Oft«£09t LT«. rtft-i-a, 8Ci-|*lKa* 

[0020] *ffc«E<OX:? U-->-^'^tc*jv^T> "7 
M> v 9 XJ* 9 D7Df7-blSftf (TIMP)CD 

mj&tjmt Lxa. t 1 MPztmtjLKKfSizx osi^ 

[002 1] 

x-a*^. mi&mx'ma^h'^vjymmmita 
*mm**\-mgiik?m (1993) iz&^s< tcoT* 

[0022] CiWJiacops: msmim (raso c^a-at 

mmmi d-mem < ^i^< / nsgsK -^ut««> > 

fflja^-tfeffla^y^— tf (2.0 mg/aL) tci 037CT-3^r 
S)H-ftL. SEV^ThUT*^^ (0.25%) Ci037X:T30 
^•M-fb . » <=>n^ft*ttiNBlia<±20%FBS-&*D-MEM4' 
■Clg*LJt (37*C, 5%C02) . MMtrlxVP cells/nl 
<50i6ST. 10%DMS02r-tttfD-MEM(C®SL, 

^L^:. it'll^ (800 r P m. 5 min) JiJtSrlSTJt. *S 
mX'WmmLfzMMZ . ^S75X3 (F-75) (C^U. 
l&S OTC, 5 %C0i ) L^S. 

[00231 cmsttmt&nmm il-i« 

D-MEM^fifi (400 units/mL) JrlS^L^. VJDyaiK 
3ri&« (4, 0.4, 0.04XX/0.004 mg/mL) T 

drifts (4SIX0.4 mg/mL) -C^-r&D-MEM^*f6S-|@ig 
Ufe. ^^H^^^>2r#*-r«.D-MEMm«fi (4X10-6 

M) zwmLtz. 

[0024] CRASCi^^S^ISagOSAJ RASCS-2X1 
0* cells/coSfc^SJ: a^965trU-KcS«L. 3TC 

t&VOuUZimL, IL-la (400 units/mL) $r60xtLjfl 

^-hLti. mm±m&mw.L. &b (5.000 rpn) l 
[0025] c^x^^y^O'y Jiie-^^r^ 

£12. 5%<?D.-KU U /PT 5 HtS^clStCt O^gT* 
^Jit , -fe 5 K 7 ffit: i 0 ^ 'J b'x >J x 
>j-l> K (PVDF) Ktc^W^eSrlg^Lfe. ^WVf 
^mSW©^S-RS<"^PVDF^5r7'D-y^x-^ (A 
ftimsm.) X' — Hft (4^:) ya y4f^^L.3t. PBS ( y 
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(BSA) L tz (BSA/PBS) . 

£*fc) LTRjS£ii\ ifc^Tl%BSA/PBST> 

500Ofgi?&f?L^HRP (*— .X^x 4 isj-^Vit^i/y— 
-if) ggH^^Xlg(#i# (Amersham PharmaciaSg) £: 
IL&ffltkt LTfflV«L^. Ea system (Amersham P 
harmacialS) £ffiV^§fc£?:X*8:7 4 
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(##) 



1 11 



z 
z 

H 

F*— A(##) 2G045 AA40 BB10 BB20 CB01 FB01 
FB03 FB05 JA01 
4C086 AA01 AA02 EA26 MA01 MA04 
NA14 ZA01 ZA33 ZA36 2A59 
ZA67 ZA75 ZA81 ZA89 ZA96 
ZB26 

4C090 AA09 BA08 BA15 BA27 BA66 
BB63 BB95 DA23 



[01] 




MPS 



Hep tSD 



II^la(tOOunhs^mL) 
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